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IF YOU'RE 55 OR OLDER AND HAVE HAD A HEART ATTACK OR STROKE, OR HAVE DIABETES PLUS
ANOTHER CARDIOVASCULAR RISK FACTOR, SUCH AS SMOKING OR HIGH BLOOD PRESSURE...
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Adding ALTACE to existing medications further reduces
the risk of heart attack, stroke or cardiovascular death.

Prescription ALTACE 1s not for everyone ALTACE
may cause swelling of the mouth, tongue, or
throat, which could cause extremely serious risk
and requires immediate medical care Common
side effects include persistent dry cough,
dizziness, and hght-headedness due to low blood

pressure Do not take ALTACE during pregnancy,
as death or injury to your unborn child may result,
or if you've experienced senous side effects
related to previous ACE inhbitors Your results
may vary See adjacent page for important
product information

Ask your doctor if ALTACE is right for you.

www altace com

1-866-4-ALTACE

ALTACE

ramipril capsules

You can do more




Brief Summary of Prescribing Informatien as of October 2001

ALTAGE® Capsules

{ramipril}

USE IN PREGNANCY

When used in regnancy during the second and third
trimesters, Acg inhibitors can cause injury and even death to
the dovelogmg fetus, When pregnancy is detected, ALTACE®
should be discontinued as soon as possible. See WARNINGS:
Fetal/neonatal morbidity and mortality.

CONTRAINDICATIONS

ALTACE 15 contraindicated in patients who are hypersensitive to this product or
any other angiotensin converung enzyme nhibrtor e g, a patent who has
experienced angloedema during therapy with any other ACE inhibitor}

WARNINGS

mcluding ALTACE, may be associated with oliguna and/or progressive azotemia
and {rarely) with acute renal falure and/or death In hypertensive patients with
uniateral or bilateral renal artery stenosis, mereases n blood urea mirogen and
serum creatinne may occur Experience with another angiotensin converting
enzyme inhibitor suggests that these increases are usually reversible upon
discontinuation of ALTACE and/or dwret(c therapy In sch patients renat function
should be monrtored duning the first few weeks of therapy Some hypertenswe
patients with no apparent pre-existing renal vascular disease have developed
ncreases in blood urea niragen and serum creatinine, usually minor and transient,
especially when ALTACE has been given concomstantly with a diretic
This 1s more likely to occur n patents with p sting renal

1,107 were studied in foreign controlled trials Almast 700 of these patents were
treated for at least one year The overall incidence of reported adverse events was
similar m ALTACE and placebo patents The most frequent chmcat side effects
(possrbly or prnhahly refated ta study drug) reported by patients receving ALTACE
n US pl led trials were headache {54%), "dizziness” (22%) and
fatigue or asthera (2 0%), but only the last was more common i ALTACE patients
than in patients given placebe Generally, the side effects were mild and transient,
and there was no relation to total dosage within the range of 125 to 20 mg
Discontinuation of therapy because of a side sffect was required m approximately
3% of US patients treated with ALTACE The most common reasons for

Dosage reducﬁon of ALTACE and/or discontinuation of the diuretic may be
requlred of the hyp patient should afways

of renal ion. (See DOSAGE AND
ADMINISTRATION.) Hyperkalemia: In chnical tnals, hyperkalemia (serum
potassium greater than 57 mEg/L) occurred i approximately 1% of hypertensive
patients receving ALTACE {rarmipnil} In most cases, these wera Isolated values,
whrch resolved despite continued therapy None of these patients was

Anaphylactoid and Possibly Related R Patients
with 8 hmorv nf angioedema unrelated to ACE inhibitor therapy may be at
white g an ACE mhibitor {See also
CONTHAINDICATIONS) Angioedema of the face, extremities, Iips, tongue,
glottis, and larynx has been reported m patients treated with angiotensin
convertng enzyme iniibitors Angioedema assocrated with laryngeal edema can
be fatal If laryngeal stndor or angioedema of the face, tongue, or glottis occurs,
treatment with ALTACE should be discontinued and appropnate therapy instituted
mmediately Where there is involvement of the tongue, glottis, or
Iarynx, likely to cause airway ohstructron appropriate therapy, e ?
r3ml to 0.5 ml) should
romptly “admi (See ADVEHSE REACTIONS.)
actoid reactions during desensitization: Two patients undergoing
with venom while receming ACE inhubitors
Iif hyl: d In the same patients, these
reactions were avoided when ACE mhlbrmrs were temporarrlv withheld, but they
reappeared upon madvertent r pl during
have been reported in patients
dialyzed with hrgh -flux membranes and treated concomitantly with an ACE
inhibitor Anaphylactoid reactions have also been reported in patients undergoing
low-density lipoprotein apheresis with dextran sulfate absorption Hypotension
ALTACE can cause symptomatic hypotension, after erther the initial dose or a later
dose when the dosage has been increased Like uther ACE inhibrtars, ramiprit has
been only rarely with I hypertensive
patients Symptomatic hypotension 15 most hksly to occur in patients who have
been valume- and/or salt-depleted as a result of prolonged dwretic therapy,
dietary saft restriction, dialys:s, diarrhea, or vemiting Volume and/or salt depletion
should be corrected before inmiating therapy with ALTACE In patients with

Anup

from the trials because of hyperkalemia Risk factors for the devel-
opment of hyperkalemia include renal insufficiency, diabetes mekitus, and the
use of paring diuretics, andfor
potassium-containing salt substrtutes, which should be used cautiously, if at all,
with ALTACE (See DRUG INTERACTIONS ) Cough: Presumably due to the
mhibtion of the d of
cough has been reported with all ACE mhibitors, always resolving after
discontinuatian of therapy ACE rnhrbnur mduced caugh should be considerad
the d of cough d Liver Fi fon: Since ramipnl 1s
primanly metabolized by hepatic esterases to its active moiety, ramiprilat, patients
with impaired lver function could develop markedly elevated plasma levels of
ramupril No formal pharmacokinetic studies have been carned out in hypertensive
patients with imparred Iiver function However, since the renin-angiotensin system
may be actated in patients with severe liver cirhosis andfor ascites, particular
caution should be exercised in treating these patents Surgery/Anesthesia:in
patients undergoing surgery or during anesthesta with agenis that produce
hypatension, ramipril may block that would
oceur secondary to y renin release that occurs as @
resuit of this mechanism can be corrected by volume expansion Information
for Patients Pregnancy: Female panents of childbeaning age should be told
about the conseguences of second- and third-trmester exposure to ACE
Inhibitors, and they should aiso be told that these consequences do not appear to
have resuited from intrautenine ACE inhibitor exposure that has been imited to the
first trimester These patients should be asked to report pregnancies to their physi-
cians as soon as possible Angioedema: Angoedema, nciuding laryngeal
edema, can occur with treatment with ACE hibitors, especially following the first
dose Patients should be se advised and told to report immadiately any signs or

congestive heart falure, with or wathout d renal ACE
inhibstor therapy may cause which may be d with
ohguria or azoterma and, rarely, with acute renal failure and death In such
patients, ALTACE therapy should be started under clase medical supervision, they
should be followed closely for the first 2 weeks of treatment and whenever the
dase of ramepnil or churetic 1s mcreased If hypotension occurs, the patient should

{swelling of face, eyes, lips, or tongue, or diffi-
cuity in breathing) and totake no more drug until rhev have consulted with the pre-
scnbing Patients should be cautioned
that I d can occur, y duning the first days of therapy, and it
should be reported Patients should be told that if syncope occurs, ALTACE should

d until the phy has been All patients should be

be placed n a supne position and, if necessary, treated with infusion
of physiclogical saline ALTACE treatment usually can be continued following
restoration of blood pressure and volume Hepatic Failure Rarely, ACE
inhibitors have been associated with a syndrome that starts with cholestatic
jaundice and progresses to fulminant hepatic necrosis and {sometimes) death The

of this synd. 1s not und Patignts receving ACE inhibitors

that flud ntake or excessve perspiration, diarrhea, or
vomiting can Jead to an excessive fall i blood pressure wnh the same

were cough (10%), "dizziness” (0 5%), and impotence (04%) Of
observed side effects considered possibly or probabiy related to study drug that
occurred in US placebo-controlled tnials in more than 1% of patients treated with
ALTACE, only asthenia {fatigue) was more common on ALTACE than placebo
{2% vs 1%) In placebo-controlled trials, there was also an excess of upper respi-
ratory infection and flu syndrome in the ramipril group, not attributed at that time
to ramipnil As these studies were carned out before the relationship of cough to
ACE hibitors was recognized, some of these events may represent
ramipnl-induced cough In a later 1-year study, increased cough was seen in
almost 12% of rampril patients, with about 4% of patients requining discontinuation
of treatment Heart Failure Past Mym:ardral Infarctlon Adverse reactions
{except laboratary hy/p ly related to study
drug that occurred in more than one percent nf patients and more frequently on
ramipni are hsted below The incid from the AIRE
study (1004 ramipril patients, 982 placebo patlsnts follow up time 6 to 46 months)
wclude hypotension (ramuprt 11%, placebo 5%), ncreased caugh {ramprd 8%,
placebo 5%), dizziness (ramipril 4%, placebo 3%), angina pectons {ramipril 3%,
placebo 2%), nausea {ramipril 2%, ptaceba 1%}, pastural hypotension {ramiprd 2%,
placebo 1%), syncope {ramipnl 2%, placebo 1%), vomiting {ramipnl 2%, placebo
05%], vertrgo {ramipni 2%, placebo 0 7%), abnormal kadney function {ramipnl 1%,
placeba 0 5%) and diarrhea {ramipnil 1%, placebo 04%) Safety data in the HOPE
tnal (4645 patients on ramipri and 4652 patients on placebe) were collectsd as
reasons for discontnuation or temporary nterruption of treatment
Discontinuation at any tme occurred in 34% of patients on ramipnl and 32% of
pattents on placeba Permanent discontinuation occurred in 29% of patients on
ramipnl and 28% of patients on placebo Reasons for stopping ncluded cough
{ramipn 7%, placebo 2%}, hypotension or dizziness {ramipnl 1 9%, placebo 15%),
and angioedema {ramipnt § 3%, placebo 0 1%),The incrdence of cough was similar
to that seen in the AIRE trial The rate of angioedema was the same as in previous
chimeal trals (see WABNINGS) Other adverse experiences reported mn
controlled clinical tnals (in less than 1% of ramipri patients), or rarer events seen
In postmarketing expenence, inctude the following (in some, a causal relationship
to drug use Is uncertain), events notlikely to be drug related and minor events have
been omiwed Body As a Whole: Anaphylactod reactions (See
WARNINGS ) Cardigvascular: Symptomatic hypotension (reported in 0 5% of
patients in US tnais} (See WARNINGS and PRECAUTIONS), syncope and pal-
ptatons Hematologic: Pancytopenia, hemolybe anemia and thrombocytopenia
Renal: Some hypertenswve patients with na apparent pre-existing renal disease
have developed mmor, usually transient, increases m blood urea mitrogen and
serum creatinine when taking ALTACE, particularly when ALTACE was given
concamttantly with a dwretc (See WARNINGS } Angioneurotic Edema:
Angioneurotic edema has been reported in 03% of patients n US chnical trials

consequences of hightheadedness and possible syncope Hyp
Patients should be told not to use salt substitutes containing potassium without
fting their ph p ” Patients should be told to pramptly
report any |nd|catlor| of mfection feg, sore throat, fever) whrch could be a sign of
Dru With A

who develop jaundice or marked elevations of hepatic enzymes should
the ACE inhibitor and recewve appropriate medical follow-up Newtropenia/
Agranulocytosis As with other ACE inhibrtors, rarely, a mild — in 1solated cases
severe —reductionn the red blaod cell count and hemagtobin content, white blaed
cell or platelet count may develop In isolated cases, agranulocytosis,

Anti-inflammatory
ugenrs Rarely, concomitant treatment with ACE inhibitors and nonsteroidal
agents have been associated with worsening of renal failure and an increase In
serum potassum With diuretics: Patents on dretics, especialiy those in
whom disretic therapy was recently instituted, may occasionally experience an

pancytopenia, and bene marrow depression may occur H
to ACE inhibrtors are more Iikely to occur in patients with collagen vasculsr

of blood pressure after inmation of therapy with ALTACE
The possibility of hypotensive effects with ALTACE can be mimimized by either

disease {e g, systemic lupus eryth: ma} and renal
Monitoring of white blood cell cuunts should be considered in patents with
lar disease, if the disease 15 associated with impawed
renal functron FetaI/NanmmI Marbrdlry and Mortality ACE inhibttors can
cause fetal and neonatal marbwdity and death when administered to pregnant
women Several dozen cases have been reported in the waorld Iterature When
pregnancy is detected, ACE inhibitors should be discontinued as soon as possible
The use of ACE inhibrtors during the second and third trimesters of pregnancy has
been associated with fetal and neonatal mpry, including hypotension, neonatal
skull hypoplasia, anuria, reversibie or irreversible renal faure, and death
Ohgohydramnios has also been reported, presumably resutting from decreased
fetal renal function, ohgohydramnios in this setting has been associated wrrh fetal
fimb es, and h l lung
Prematurity, intrauterine growth retardation, and patent ductus arterigsus have
also been reported, although 1t1s not clear whether these octurrences were due
to the ACE inhibrtor exposure These adverse effects do not appear to have resufted
fram intrauterine ACE inhibitor exposure that has been (imited to the first tnmester
Mothers whose embryos and fetuses are exposed to ACE inhibrtors only during the
first timester should be so informed Nanetheless, when patients become pregnant,
physicrans should make every effort to discontinue the use of ALTACE as soon as

the dwretic or mcreasing the salt mtake prror to iiiation of
treatment with ALTACE If this 1s not pussrble the starting dose should be reduced
{See DOSAGE AND ADMINISTRATION ) With

(See WARNINGS) Gastr pain
with enzyme changes p ) anorexrs,

diarchea, dry mouth, d h: hepatitis, mcreased
i and taste Dy 2 Apparent h

reactmns {manifested by umcana pruritus, or rash, wrth orwnhouﬂever) erytherna

purpura, Stevens-Johnson
syndrome, toxic epidermal necrolysis, and onychalys)s Neurologic and
Psychlamc Anxiety, amnesia, convulsions, depression, heanng loss, insomnia,
ner neuralgia, pathy, paresthesia, tinnitus, tremor,
vertigo, and vision disturbances Miscellaneous As with other ACE inhibitors,
a symptom complex has been reported whtch may include 2 positive ANA, an
elevated erythrocyte rate, arthralg . myalgia, fever,
y. rash and other dermatologic
rnanrfestaﬂnns Addittonally, as with other ACE :Mbitors, eosmophilic
has been reported Fetal/Neonatal Morbidity and Mortality

and potassium-sparing dmrern:s ALTACE ctan attenuate porassrum loss
caused by thiazide diuretscs P paring diuretres (sp
amilonde, tnamterene, and others) or potassium supplements can ncrease the
nsk of hyperkalerma Therefore, f concomitant use of such agents s indicated,
they should be given with caution, and the patient's serum potassium shouid be
manttored frequendy With lithium: Increased serum lthwum levels and symptoms
of lithwm toxicity have been reported in patients recaiving ACE inhibitors during
therapy with Ithium These drugs should be coadministered with caution, and
frequent monitoring of serum lithium levels s recommended If a diuretic 1s also
used, the nisk of ithium toxicrty may be ncreased Other Nerher ALTACE nor its
metabolites have been found to interact with food, digoxin, antactd, furasemide,
and The b of ALTACE and
propranolol showed no adverse effects on dynamic parameters {blood pressure
and heart rate) The co-administration of ALTACE and wartarin did not adversely
affectthe anticoagulant effects of the latter drug Additionally, co-administration of
ALTACE with phenprocoumon did net affect mrnrmum phenprocnumon levels or
interfere wrth (he subjects’ stale of ant
M of Fentility No evidence of a lumorlgemc effect

possible Rarely {probably less often than once in every thousand no
alternative to ACE nhibrtors will be found In these rare cases, the mothers should
be appnised of the potential hazards to their fetuses, and senal uhtrasound
examinations shouid be performed to assess the

was found when ramrprrl was given by gavage to rats for up to 24 months at doses
of up to 500 mg/kg/day or to mice for up to 18 months at doses of up to 1000
g/day (For erther species, these dases are about 200 times the maximum

It oligohydramnios 1s observed, ALTACE shouid be discontinued unless 1t 1s
considered life-saving for the mother Contraction stress testing (CST), a non-stress
test INST), or biophysical profiing {BPP) may be appropriate, depending upon the
week of pregnancy Patients and physicians should be aware, however, that
aligohydramnios may nat appear until after the fetus has sustained irreversible
inury infants with histones of in utero exposure to ACE inhibitors should be
closely observed for hypotension, ohguria, and hyperkalemia If oligunia occurs,
attention should be directed toward support of blood pressure and renal perfusion
Exchange transfuston or dialysts may be required as means of reversing
hypotension and/or substituting for disordered renal function ALTACE which
crosses the placenta can be removed from the neonatal circulation by these
means, but imited experience has not shown that such removal 1s central to the
treatment of these infants No teratogenic effects of ALTACE were seen w studies
of pregnant rats, rabbits, and cynomolgus monkeys On a body surface area basts,
the doses used were up to approximately 400 times (in rats and monkeys) and
2 times {in rabbits) the recommended human dose
PRECAUTIONS
Impaired Renal F As a of the
renin-angiotensin-aldosterone system, changes mn renal function may be
wn In patents with severe congestive heart

recummended human dose when compared on the basis of body surface area ) No
mutagenic actwity was detected in the Ames test in bacteria, the micronucleus test
In mice, unscheduled DNA synthesis in a human cell Iing, or a forward gene-mutatton
assay in a Chinese hamster ovary cell lme Several metabolites and degradation
products of ramipnl were also negative in the Ames test. A study (n rats with
dosages as great as 500 mg/kg/day did not produce adverse effects on fertility
Pregnancy Pregnancy Categories C {first tnmester) and D {second and third
trmesters) See WARNINGS: Fetal/Neonatal Morbidity and Mortality.
Nursing Mothers ingeston of single 10 mg oral dose of ALTACE resulted in
undetectable amounts of ramiprl and its metabolrtes n breast mik However,
because muitipie doses may produce fow mifk concentrations that are not
predictabile from single doses, women receving ALTACE should not breast feed
Geriatric Use Of the total number of patients who receved ramipnl i US
chnical studies of ALTACE 11 0% were 65 and over while 02% were 75 and over
No overall differences in effectveness or safety were abserved between these
patients and younger patients, and other reported clincal experience has not
wlentified differences in responses between the elderly and younger § patients, but
greater sensttivity of some older indwviduals cannot be ruled out F Use

See WARNINGS: Fetal/Neonatal Morhidity and Montality, Other
arthralgia, arthritis, dyspnea, edema, epistaxis, impotence, increased sweating,
malaise, myalgia, and wesght gan_Clinical Laboratory Test Findings:
Creatinine and Blood Urea Nitrogen: Increases n creatine levels
occurred n 12% of patients receving ALTACE alone, and in 15% of patients
recewving ALTACE and a diuretic Increases in blood urea nitrogen levels accurred
w0 5% of patients receiving ALTACE alone and it 3% of patients receving ALTACE
with a duretic None of these required of

Increases in these labaratory values are more hkely to accur (0 patients with renal
nsufficiency or those pretreated with a diiretic and, based on expenience with
other ACE inhibrtors, would be expected to be especially likely in patients with
renal artery stenosis (See WARNINGS and PRECAUTIONS ) Since ramiprl
decreases aldosterane secretion, elevation of serum potassium can occur

Potassum I and paring dwretics should be given with
d tly (See

caution, and the patient’s serum should be )
WARNINGS and PRECAUTIONS ) ¢ H globin and H
Decreases n hemoglobin or hematocrit {a low value and a decrease of 5 g/dl or
5% respectwely} were rare, occurning n 0 4% of panents recewving ALTACE alons
and In 15% of pauents receming ALTACE plus a dluretlc No US patients
because of d nh Other
{causal relationships unknown) Ctinically important changes In standard
laboratory tests were rarely associated with ALTACE administration Elgvations of
hver enzymes, serum bilirubin, uric acid, and blood glucose have been repdned as
have cases of hyponatremia and meidens of §
and pratemuna in US tnals, less than B 2% of patients discontinued treatment for
laboratory abnormalities, all of these were cases of proteinuria or abnormal
Iver-function tests

OVERDOSAGE

Single oral doses m rats and mice of 10-11 g/kg resulted n significant lethality

In dogs, oral doses as high as 1 g/kg nduced only mild gastrointestinal

distress Limited data on human overdasage are availabie The most likely chnical
fe would be attrbutable to hypotension Because the

hypotensive effect of ramipril 1s achieved through vasoditation and effective

hypavolema, 1t 1s reasonable to treat ramipril overdose by infusion of normal

saline solution

Rx only
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Dlstrrbuted hv Monarch Phsrmar:eutlcals Inc , Bristol, TN 37620

Safety and effectiveness in pediatnc patients have not been established

ADVERSE REACTIONS

failure whose renal funcnon may depend on the activity of the
system, with

g enzyme inhibitors,

ALTACE is available in 1.25-, 2.5-, 5-, and 10-mg capsules.

Monarch
Pharmaceuticals

© 2002 Monarch Pharmaceuticals, Inc.

ALTACE has been evaluated for safety i over 4,000 patients with
hvpenensron of these, 1,230 patients were studied in US controlled trials, and
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